SUBJECT AND DRUG INDEXES 


TO ADVERSE DRUG REACTION BULLETIN 


Nos. 68 - 73 February 1978 - December 1978 


SUBJECT INDEX 


abdominal pain 252,253 


abortion, threatened 242 
abstinence syndrome 258 
adrenal insufficiency 254 


adverse reactions to B-blockers 240-243 
Type A 240-241 
Type B 240-242 
alcoholism, delirium 256 
lactic acidosis 248 
allergic reactions 255 
aminoglycosides 
in renal insufficiency 263 
and renal function 245 


anaphylactoid reactions 252 
aneurysm 254 
angioneurotic oedema 252 


anion gap in lactic acidosis 249 

antinuclear factor 242 

arachnoiditis 243,255 

arm pain 252 

arrhythmias 254, 262 

arteriography, complications 

arteriovenous aneurysm 254 

atrioventricular conduction 
defects 240,241 

autoantibodies 242 


254 


bacteraemia 253 
barbiturate addiction, delirium 256 
barium examinations 253 
B-blockers, adverse reactions 240-243 
and kidney disease 240 
and liver disease 240 


and phaeochromocytoma 242 
and pregnancy 242 

and psychosis 242 

and renal impairment 240 


contraindications 241 
correction 247 
hazards of sudden withdrawal 243 
indications for withdrawal 241 

behaviour alteration 256,258 

bile peritonitis 253 

blood-bile fistula 253 

bowel perforation 253 

brachial plexus injury 254 

breast milk, propranolol 
concentrations 242 

bromism 256,258 

bronchoconstriction 

bronchography 254 

bronchospasm 241,252,254 


241 


Cardiac arrest 252-254 
arrhythmias 254 
ischaemia 243 


toxicity 263 
xlvi 


cardioangiography, complications 254 
cauda-equina syndrome 255 


cere>ral toxicity 262 


cerebrospinal fluid, changes 254 
chest pain 252 
cholangiography 252,253 
cholecystography 253 
cinchonism 262 
cochlear damage 244,247 
cold extremities 241 
collapse 253 
coma 252 
confusional states 256-259 
conjunctival fibrosis 242 
metaplasia 242 
scarring 242 
consciousness, clouding 256 
constipation 241,253,259 
convulsions 252,255 
cramps 241 
creatinine, serum, raised 253 
deafness 244-247 
dehydration 252,259 
delirium 256-259 
dementia 256,257 
depression 241,257 
diabetes 251 


effect on biliary excretion of 
contrast media 253 
diarrhoea 241,253 
digoxin sensitivity 261 
discolouration of skin and urine 255 
dissection, arterial 254 
dizziness 241,253 
dreams 241 
drowsiness 261 
drug concentrations, 
measurement 260-263 
drug interactions, 
6-blockers and anaesthetic agents 243 
B-blockers and hypoglycaemic 
agents 243 
clonidine and sotalol 243 
drug toxicity, value of drug 
concentrations 260-263 
drug withdrawal 258 
dysphagia 254 
dyspnoea 252,255 
dysuria 253 


ear damage 246 
ECG changes 252-254 
endogenous depression 263 


epiphora 252 
epithelium-binding antibody 242 
euphoria 257 


eye lesions 242 


————e 
r 
a 
= 
_ 
; |. 
—_—.. rere we 


fainting 252 
fat embolism 254 
fatigue 241 


fibrinolytic therapy, lactic acidosis 248 
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salivary gland enlargement 252 
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eardrops, antibiotic 245 
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monoamine oxidase inhibitors 258 
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oral contraceptives 253 
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oxprenolol 240-242,251 
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tricyclic antidepressants 
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Antiarrhythmic drugs - The pharmacokinetic profile of some antiarrhythmic 
drugs is modified by abnormalities of cardiac output and regional blood flow 
after myocardial infarction, and this is especially relevant for drugs given 
repeatedly or by intravenous infusion; therefore measurement of antiarrhyth- 
mic drug concentrations is now increasingly used to regulate drug dosage. It 
may also be of value when arrhythmias fai! to respond, or change unpredictably, 
when it is important to differentiate between lack of response due to inadequate 
dosage and aggravation or induction of an arrhythmia caused by drug toxicity. 


Liver blood flow limits the rate of elimination of lignocaine, and poor liver 
perfusion after myocardial infarction may cause drug accumulation if doses 
are too large. Optimal adjustment of lignocaine infusion rate will prevent 
cerebral toxicity and myocardial depression and this can be achieved by 
measurement of steady-state plasma concentrations. Ventricular arrhythmias 
are usually controlled by concentrations between 2 and 5 mg/l; __ higher 


concentrations are likely to result in toxicity, the risk rising with the 
concentration.10 


About half of a dose of procainamide is excreted unchanged by the kidneys, 

and reduced renal function leads to accumulation when the drug is given 
repeatedly. Prevention of arrhythmias usually requires plasma concentrations 
between 4 and 8 mg/1 with major toxicity beginning to occur above this range.!0 


Cinchonism and ventricular fibrillation due to quinidine are dose-related and 
can be prevented and diagnosed by measurement of the plasma quinidine 
concentration. Concentrations between 3 and 5 mg/1 usually suppress 
arrhythmias; toxicity is increasingly likely at higher concentrations.10 


Theophylline - Adverse reactions to the use of theophylline in bronchial 
asthma are almost always dose-related. Beneficial bronchodilator activity 
requires concentrations greater than 10 mg/1 although concomitant use of 
B-adrenoceptor stimulants reduces the concentration required. Nausea and 
vomiting become common at 20 mg/l and intoxication is virtually certain at 
higher concentrations. 


Lithium - Because the therapeutic ratio of lithium is so low, plasma concen- 
tration measurements are mandatory to prevent toxicity. Where lithium is 
used in the prophylaxis of manic-depressive psychosis, twice-weekly 
estimations are recommended until the plasma concentration is between 0.8 
and 1.0 mmol/1./2 In subjects who are free from adverse effects and who 
remain unresponsive, the dose then can be safely increased to produce the 
optimum concentration of 1.2 mmol/l. For mania, high doses may be 
necessary from the outset and more frequent measurements are required. 
Strict timing of samples and of dosage during the 48 hours before sampling 
is advised to ensure that concentrations are comparable. 


Even after initial dosage adjustment, impairment of renal function, concurrent 
diuretic therapy, a low-salt regimen or a reducing diet, pregnancy, or 
intercurrent infections can each raise the plasma concentration with resultant 
toxicity, which is confirmed if the plasma concentration exceeds 2 mmol/1 
and is likely between 1.5 and 2.0 mmol/1.!2 


Aminoglycoside antibiotics - Adequate bacteriocidal activity requires 

optimum peak plasma and tissue concentrations after each dose. Since 

aminoglycosides have half-lives which are considerably shorter than the 
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usual dosage interval, concentrations fall to very much lower 'trough' 


concentrations just before each dose. 


Ototoxicity is related both to the 


duration of treatment and to the mean trough concentration,]3 


When renal function is impaired, drug half-life is prolonged and modifications 
of maintenance dose and dosage interval are necessary to minimise the risk. 
Nomograms are available,!4 15 based upon age, body-weight, and plasma 


creatinine, as aids to both gentamicin and kanamycin dose calculations. 


The 


duration of therapy should still be kept as short as possible and dosage 


reviewed daily when renal function fluctuates. 


Peak (1 hour after dose) and 


trough (just before dose) concentrations should ideally be below 10 mg/1 and 
2 mg/l respectively for gentamicin and below 30 mg/1 and 10 mg/1 respectively 


for kanamycin to prevent ototoxicity. 


The newer aminoglycosides appear to be less ototoxic but, even so, concen- 
trations of tobramycin and sisomycin should be adjusted in the same way as 


those of gentamicin.]6 
concentrations.|? 


Amikacin and kanamycin also have similar toxic 


Salicylates - When prescribing salicylates for long periods, the usual aim is 
to give the highest dosage that can be tolerated by the patient, reducing the 


doses if tinnitus should occur. 


However, salicylate elimination is saturable 


and concentrations may suddenly rise to unexpectedly high levels while the 
dose is being increased gradually. Moreover, tinnitus is related to plasma 


concentration only when hearing is normal. 


It is therefore advisable to 


titrate the dose according to the plasma concentration, aiming for the range 
(in adults) 250-300 mg/1.!8 Concentrations over 300 mg/1 are associated 


with hyperventilation. 


Tricyclic antidepressants - In patients with endogenous depression, sustained 
benefit from nortriptyline occurs when plasma concentrations are between 


50 and 150 mg/1;!9 
which remain obscure. 
other tricyclic compounds, 


with higher concentrations response is poor for reasons 
It is not clear whether this phenomenon occurs with 
Samples should be drawn 10-15 hours after a 

dose, since drug equilibration between plasma and tissues is slow. 


The 


suggested correlation between very high concentrations of any of these 
compounds and signs of cardiac toxicity requires general confirmation 
before routine measurement of drug concentrations can be recommended 
as a routine procedure in patients suffering from overdosage. 
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